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DI CLOFENAC SODI UM DELAYED- RELEASE TABLETS
DESCRI PTI ON

D cl of enac sodiumis a benzene-acetic acid derivative,
desi gnated chemcally as 2-[ (2, 6-di chl or ophenyl ) am no]
benzeneaceti ¢ acid, nonosodiumsalt. The structural fornmula is:

MW 318. 14 C 4H,Q ,N\aG,

D clofenac sodium is a faintly yellow sh white to |ight
beige, virtually odorless, slightly hygroscopic crystalline
powder. It is freely soluble in nethanol, soluble in ethanol
sparingly soluble in water and practically insoluble in
chloroformand in dilute acid. The n-octanol/water partition
coefficient is 13.4 at pH 7.4 and 1545 at pH 5.2. D cl of enac
sodi um has a di ssoci ation constant (pKa) of 4.0 £ 0.2 at 25 °cin
wat er .

Each enteric-coated tablet for oral admnistration contains
ng of diclofenac sodium |In addition, each tablet contains
the follow ng inactive ingredients...
[Note To The Firm W refer you to USP General Chapter
<1091> for guidance concerning the citing of all inactive
i ngredients.]

CLI Nl CAL PHARVACOLOGY

Phar macodynam cs

D clofenac is a nonsteroidal anti-inflammatory drug (NSAI D).
| n pharmacol ogi ¢ studi es, diclofenac has shown anti-inflamatory,
anal gesic, and antipyretic activity. As with other NSAIDs, its
node of action is not known; its ability to inhibit prostaglandin
synthesi s, however, nmay be involved in its anti-inflammatory
activity.

Phar macoki neti cs

D cl of enac sodi um del ayed-rel ease tablets are in a
pharmaceutic formulation that resists dissolution in the | ow pH
of gastric fluid but allows a rapid rel ease of drug in the higher
pH environment in the duodenum |Its pattern of drug rel ease and
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absorption, as illustrated bel ow

+ 1 SD pl asna dicl of enac concentrations after a single dose
of a 50 ng dicl of enac sodi um del ayed-rel ease tabl et (N=38)

Absor ption

Wien di cl of enac sodi um del ayed-rel ease tablets are
admnistered orally after fasting, diclofenac is conpletely
absorbed fromthe gastrointestinal tract. C this, only 50% of
t he absorbed dose of diclofenac fromdicl of enac sodiumis
systemcally available, due to first-pass netabolism Peak
pl asma | evel s are achieved in 2 hours in fasting nornal
volunteers, with a range from21 to 4 hours. The area-under-the-
pl asma- concentration curve (AUQ is dose-proportional within the
range of 25 ng to 150 ng. Peak plasna levels are | ess than dose-
proportional and are approximately 1.0, 1.5, and 2 pg/niL for
25 ngy, 50 ng and 75 ng doses, respectively. It should be noted
that the admnistration of several individual diclofenac sodi um
tablets may not yield equivalent results in peak concentration as
the admnistration of one tablet of a higher strength. This is
probably due to the staggered gastric enptying of tablets into
t he duodenum After repeated oral admnistration of diclofenac
sodium50 ng b.i.d., diclofenac did not accunulate in plasna.

When di cl of enac sodiumis taken with food, there is usually
a delay in the onset of absorption of 1 to 4.5 hours, with del ays
as long as 10 hours in sone patients, and a reduction in peak
pl asma | evel s of approximately 40% The extent of absorption of
di cl of enac, however, is not significantly affected by food
i nt ake.

D stribution

Pl asma concentrations of diclofenac decline frompeak | evels
in a biexponential fashion, with the termnal phase having a
half-1ife of approxinmately 2 hours. d earance and vol ume of
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distribution are about 350 nL/mn and 550 nL/kg, respectively.
More than 99% of diclofenac is reversibly bound to
human pl asma al bum n.

A 4-week study, conparing plasnma | evel profiles of
di cl of enac (diclofenac sodium50 ng b.i.d.) in younger (26 to 46
years) versus older (66 to 81 years) adults, did not show
di fferences between age groups (10 patients per age group).

As with other NSAI Ds, diclofenac diffuses into and out of
the synovial fluid. D ffusion into the joint occurs when plasna
| evel s are higher than those in the synovial fluid, after which
the process reverses and synovial fluid | evels are higher than
plasma levels. It is not known whether diffusion into the joint
plays a role in the effectiveness of dicl of enac.

Met abol i sm and Eli m nation

Diclofenac is elimnated through netabolismand subsequent
urinary and biliary excretion of the glucuronide and the sulfate
conjugates of the netabolites. Approxinmately 65% of the dose is
excreted in the urine, and approxinmately 35%in the bile.

Conj ugat es of unchanged di cl of enac account for 5 to 10% of
the dose excreted in the urine and for less than 5%excreted in
the bile. Little or no unchanged unconjugated drug is excreted.
Conj ugates of the principal netabolite account for 20 to 30% of
the dose excreted in the urine and for 10 to 20% of the dose
excreted in the bile. Conjugates of three other netabolites
t oget her account for 10 to 20% of the dose excreted in the urine
and for small anounts excreted in the bile. The elimnation
half-1ife values for these netabolites are shorter than those for
the parent drug. Winary excretion of an additional netabolite
(half-life 80 hours) accounts for only 1.4%of the oral dose.
The degree of accunul ation of diclofenac netabolites i s unknown.
Sone of the netabolites may have activity.

Patients with Renal and/or Hepatic I|npairnent

To date, no differences in the pharnacoki netics of
di cl of enac have been detected in studies of patients with renal
(50 ng intravenously) or hepatic inpairment (100 ng ora

solution). In patients with renal inpairnment (N=5, creatinine
clearance 3 to 42 nL/mn), AUC values and elimnation rates were
conparable to those in healthy subjects. In patients with

bi opsy-confirned cirrhosis or chronic active hepatitis (variably
el evated transam nases and mldly el evated bilirubins, N=10),

di cl of enac concentrations and urinary elimnation val ues were
conparabl e to those in healthy subjects.

Cinical Studies
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Osteoarthritis:

D cl of enac sodi umwas eval uated for the nmanagenent of the signs
and synptons of osteoarthritis of the hip or knee in a total of
633 patients treated for up to 3 nonths in placebo and acti ve-
controlled clinical trials against aspirin (N=449), and naproxen
(N=92). D clofenac sodiumwas given both in variable (100 to 150
ng/ day) and fixed (150 ng/day) dosing schedules on either b.i.d.
or t.i.d. dosing reginens. In these trials, diclofenac sodi um
was found to be conparable to 2400 to 3600 ng/day of aspirin or
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500 ng/ day of naproxen. D clofenac was effective when
admnistered as either b.i.d. or t.i.d. dosing reginens.

Rheumatoid Arthritis:

D cl of enac sodi umwas eval uated for managi ng the signs and
synptons of rheunmatoid arthritis in a total of 468 patients
treated for up to 3 nonths in placebo- and active- controlled
clinical trials against aspirin (N=290), and ibuprofen (N = 74).
D cl of enac sodiumwas given in a fixed (150 or 200 ng/ day) dosing
schedule as either b.i.d. or t.i.d. dosing reginmens. D clofenac
sodiumwas found to be conparable to 3600 to
4800 ny/day of aspirin, and 2400 ng/day of ibuprofen. D clofenac
sodiumwas used b.i.d. or t.i.d., admnistering 150 ng/day in
nmost trials, but 50 ng g.i.d. (200 ng/day) was al so studi ed.

Ankyl 0si ng Spondylitis:

D cl of enac sodi umwas eval uated for the nmanagenent of the
signs and synptons of ankyl osing spondylitis in a total of 132
patients in one active controlled clinical trial against
i ndomet haci n (N=130). Bot h dicl of enac sodi um and i ndonet haci n
patients were started on 25 ng t.i.d. and were permtted to
i ncrease the dose 25 ng per day each week to a maxi mum dose of
125 ng/day. D clofenac sodium75 to 125 ng/day was found to be
conparabl e to indonethacin 75 to 125 ny/ day.

G 1. Blood Loss/Endoscopy Data:

GI. blood | oss and endoscopy studies were performed with
di cl of enac sodi um del ayed-rel ease [enteric-coated] tablets that,
unli ke i mredi ate-rel ease tabl ets, do not dissolve in the stonach
where the endoscopic lesions are prinmarily seen. A repeat-dose
endoscopy study, in patients with rheumatoid arthritis or osteo-
arthritis treated with dicl of enac sodi um del ayed-rel ease tabl ets
75 ng b.i.d. (N=101), or naproxen (imedi ate-rel ease tablets) 500
nmg b.i.d. (N=103) for three nonths, resulted in a significantly
smal |l er nunber of patients with an increase in endoscopy score
frombaseline and a significantly | onwer nmean endoscopy score
after treatnent in the diclofenac sodiumtreated patients. Two
repeat - dose endoscopi ¢ studies, in normal vol unteers, showed that
daily doses of diclof enac sodi um del ayed-rel ease tablets 75 or
100 ng (N=6 and 14, respectively) for 1 week caused fewer gastric
| esions, and those that did occur had | ower scores than those
observed followi ng daily 500 ng doses of naproxen (i mredi at e-
rel ease tablets). 1In healthy subjects, the daily admnistration
of 150 ng of diclofenac sodium (N=8) for 3 weeks resulted in a
nmean fecal blood |oss of |ess than that observed with 3 g of
aspirin daily (N=8). In four repeat-dose studies, nean fecal
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bl ood 1 oss with 150 ng of diclofenac was al so | ess than that
observed with 750 ng of naproxen (n=8 and 6) or 150 ng of
i ndonet hacin (N=8 and 6) . The clinical significance of these
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findings is unknown since there is no evidence available to

i ndi cate that diclofenac sodiumis less |likely than other drugs
of its class to cause serious gastrointestinal |esions when used
in chronic therapy.

I ndi vi dual i zati on of Dosage

D cl of enac, |ike other NSAI Ds, shows interindividual
di fferences in both pharnacokinetics and clinical response
(phar macodynam cs). Consequently, the recommended strategy for
initiating therapy is to use a starting dose likely to be
effective for the najority of patients and to adjust dosage
thereafter based on observation of diclofenac's beneficial and
adverse effects.

In patients weighing | ess than 60 kg (132 I bs), or where the
severity of the disease, concomtant nedication, or other
di seases warrant, the maxi numrecommended total daily dose of
di cl of enac shoul d be reduced. Experience with other NSAl Ds has
shown that starting therapy with nmaxi mal doses in patients at
increased risk due to renal or hepatic disease, |ow body wei ght
(<60 kg), advanced age, a known ul cer diathesis, or known
sensitivity to NSAID effects, is likely to increase frequency of
adverse reactions and is not recommended (see PRECAUTI ONS).

Osteoarthritis/Rheumatoid Arthritis/Ankyl osing Spondylitis:

The usual starting dose of diclof enac sodi um del ayed-r el ease
tablets for patients with osteoarthritis, is 100 to 150 ny/ day,
using a b.i.d. or t.i.d. dosing reginen. |In two vari abl e-dose
clinical trials in osteoarthritis, of 266 patients started on
100 ng/ day, 176 chose to increase the dose to 150 ng/ day.

Dosages above 150 ng/ day have not been studied in patients with
osteoarthritis.

The usual starting dose of diclofenac sodi umfor nost
patients with rheumatoid arthritis is 150 ng/day, using a b.i.d.
or t.i.d. dosing reginen. Patients requiring nore relief of pain
and inflammati on may i ncrease the dose to 200 ng/day. In
clinical trials, patients receiving 200 ng/day were less likely
to drop fromthe trial due to | ack of efficacy than patients
receiving 150 ng/day. Dosages above 225 ngy/day are not
recommended in patients with rheumatoid arthritis because of
increased risk of adverse events.

The recommended dose of dicl of enac sodi um del ayed-rel ease
tablets for patients with ankyl osing spondylitis is 100 to
125 ny/day, using a g.i.d. dosing regi men (see DOSAGE AND
ADM N STRATI ON regardi ng the 125 ny/day dosage reginen). In a
vari abl e-dose clinical trial, of 132 patients started on
75 ny/day, 122 chose to increase the dose to 125 ny/day. Dosages
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above 125 ng/day have not been studied in patients with
ankyl osi ng spondylitis.
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| NDI CATI ONS AND USAGE

D cl of enac sodi um del ayed-rel ease tablets are indicated for
the acute and chronic treatnment of the signs and synptons of
rheumatoid arthritis, osteoarthritis and ankyl osi ng spondylitis.
CONTRAI NDI CATI ONS

D cl of enac sodi um del ayed-rel ease tabl ets are contraindicated in
patients with hypersensitivity to the product. D clofenac shoul d
not be given to patients who have experienced asthma, urticaria,
or other allergic-type reactions after taking aspirin or other
NSAI Ds. Severe, rarely fatal, anaphylactic-like reactions to

di cl of enac have been reported in such patients.

WARNI NGS

Gastrointestinal Effects

Peptic ul cerati on and gastroi ntestinal bl eedi ng have been
reported in patients receiving diclofenac. Physicians and
patients should therefore renain alert for ulceration and
bl eeding in patients treated chronically with diclofenac even in
t he absence of previous GI. tract synptons. It is recomended
that patients be naintained on the | onest dose of diclof enac
possi bl e consistent with achieving a satisfactory therapeutic
response.

Risk of GI. Ucerations, Bleeding and Perforation w th/NSAl D

Therapy: Serious gastrointestinal toxicity such bl eedi ng,

ul ceration, and perforation can occur at any time, with or

wi t hout warning synptons, in patients treated chronically wth

NSAI D therapy. Al though m nor upper gastrointestinal problens,

such as dyspepsia, are common, usually developing early in

t herapy, physicians should remain alert for ulceration and

bleeding in patients treated chronically with NSAIDs even in the

absence of previous G1. tract synptons. In patients observed in

clinical trials of several nonths to 2 years duration

synptomati c upper G 1. ulcers, gross bleeding, or perforation

appear to occur in approxinmately 1% of patients for 3 to 6

nmonths, and in about 2 to 4% of patients treated for 1 year.

Physi ci ans shoul d i nform patients about the signs and/or synptons

of serious GI. toxicity and what steps to take if they occur.
Studies to date have not identified any subset of patients

not at risk of devel oping peptic ulceration and bl eeding. Except

for a prior history of serious GI. events and other risk factors

known to be associated with peptic ul cer di sease, such as

al coholism snoking, etc., no risk factors (e.g., age, sex) have
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been associated with increased risk. HE derly or debilitated
patients seemto tolerate ulceration or bleeding | ess well than
ot her individuals and nost spontaneous reports of fatal GI.
events are in this population. Studies to date are inconcl usive
concerning the relative risk of various NSAIDs in causing such
reactions. H gh doses of any NSAID probably carry a greater risk
of these reactions, although controlled clinical trials show ng
this do not exist in nost cases. In considering the use of
relatively large doses (within the recormended dosage range),
sufficient benefit should be anticipated to offset the potenti al
increased risk of GI. toxicity.

Hepatic Effects

As with other NSAIDs, elevations of one or nore liver tests
may occur during diclofenac therapy. These |aboratory
abnornalities nmay progress, may renain unchanged, or may be
transient with continued therapy. Borderline elevations, (i.e.,
less than 3 tines the ULN [=the Upper Limt of the Nornal
range]), or greater elevations of transam nases occurred i n about
15% of diclofenac-treated patients. O the hepatic enzymes, ALT
(SGPT) is the one recomended for the nonitoring of liver injury.

In clinical trials, meaningful elevations (i.e., nore than 3
times the LN of AST (SQAOT) (ALT was not neasured in al
studi es) occurred in about 2% of approxi mately 5700 patients at
sonme time during diclofenac sodiumtreatnment. |In a |large, open,
controlled trial meaningful elevations of ALT and/or AST occurred
in about 4% of 3700 patients treated for 2 to 6 nonths, including
marked el evations (i.e., nore than 8 times the ULN) in about 1%
of the 3700 patients. |In that open-I|abel study, a higher
i nci dence of borderline (less than 3 tines the UWLN), noderate (3
to 8 times the ULN), and narked (>8 tines the ULN) el evati ons of
ALT or AST was observed in patients receiving diclofenac when
conpared to other NSAI Ds. Transam hase el evati ons were seen nore
frequently in patients with osteoarthritis than in those with
rheumatoid arthritis (see ADVERSE REACTI ONS).

In addition to the enzyne el evati ons seen in clinical
trials, rare cases of severe hepatic reactions, including
jaundi ce and fatal fulmnant hepatitis, have been report ed.

Physi ci ans shoul d nmeasure transam nases periodically in
patients receiving long-termtherapy wth diclofenac, because
severe hepatotoxicity nmay devel op wi thout a prodrone of
di stingui shing synptons. The optinumtinmes for nmaking the first
and subsequent transam nase neasurenents are not known. In the
largest U S trial (open-label), that involved 3700 patients
monitored first at 8 weeks and 1200 patients nonitored agai n at
24 weeks, alnost all neaningful elevations in transam nases were
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detected before patients becane synptonmatic. |In 42 of the 51

patients in all trials who devel oped narked transam nase

el evations, abnormal tests occurred during the first 2 nonths of
therapy with diclofenac. Based on this experience, if diclofenac
is used chronically, the first transam nase neasurenent shoul d be
made no later than 8 weeks after the start of diclofenac
treatnent. As with other NSAIDs, if abnornal |iver tests persist
or worsen, if clinical signs and/or synptons consistent with
l'iver disease develop, or if systemc manifestations occur (e.g.,
eosi nophilia, rash, etc.), diclofenac should be di sconti nued.

To mnimze the possibility that hepatic injury will becone
severe between transam nase neasurenents, physicians should
informpatients of the warning signs and synptons of
hepatotoxicity (e.g., nausea, fatigue, lethargy, pruritus,
jaundi ce, right upper quadrant tenderness and "flu-Ilike"
synptons), and the appropriate action patients shoul d take
if these signs and synptons appear.

PRECAUTI ONS

CGener al

Allergic Reactions: As with other NSAIDs, allergic reactions

i ncl udi ng anaphyl axi s, have been reported w th dicl of enac.
Specific allergic nmanifestations consisting of swelling of
eyelids, lips, pharynx and | arynx, urticaria, asthma, and

br onchospasm sonetines with a concomtant fall in blood pressure
(severe at times) have been observed in clinical trials and/ or
the marketing experience with diclofenac. Anaphylaxis has rarely
been reported fromforeign sources; in US clinical trials with
diclofenac in over 6000 patients, 1 case of anaphyl axis was
reported. In controlled clinical trials, allergic reactions have
been observed at an incidence of 0.5% These reactions can occur
W t hout prior exposure to the drug.

Fluid Retention and Edema: Fluid retention and edena have been
observed in sone patients taking diclofenac. Therefore, as with
ot her NSAl Ds, diclofenac shoul d be used with caution in patients
with a history of cardi ac deconpensati on, hypertension, or other
conditions predisposing to fluid retention.

Renal Effects: As a class, NSAl Ds have been associated with rena
papi |l ary necrosis and ot her abnormal renal pathol ogy in | ong-
termadmnistration to aninals. In oral diclofenac studies in
ani mal s, sone evidence of renal toxicity was noted. Isolated
incidents of papillary necrosis were observed in a few ani mal s at
hi gh doses (20 to 120 ng/kg) in several baboon subacute studies.
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In patients treated with diclofenac, rare cases of interstitial
nephritis and papillary necrosis have been reported (see ADVERSE
REACTI ONS) .

A second formof renal toxicity, generally associated with
NSAIDs, is seen in patients with conditions leading to a
reduction in renal blood flow or blood vol une, where rena
prost agl andi ns have a supportive role in the mai ntenance of renal
perfusion. In these patients, admnistration of an NSAID results
i n a dose-dependent decrease in prostagl andi n synthesis and,
secondarily, in a reduction of renal blood flow, which may
precipitate overt renal failure. Patients at greatest risk of
this reaction are those with inpaired renal function, heart
failure, liver dysfunction, those taking diuretics, and the
elderly. D scontinuation of NSAID therapy is typically foll oned
by recovery to the pretreatnent state.

Cases of significant renal failure in patients receiving
di cl of enac have been reported from narketi ng experience, but were
not observed in over 4000 patients in clinical trials during
whi ch serum creatinine and BUN val ues were foll owed serially.
There were only 11 patients (0.3% whose serumcreatinine and
concurrent serum BUN val ues were greater than 2.0 ng/dL and
40 ng/dL, respectively, while on diclofenac (nean rise in the 11
patients: creatinine 2.3 ng/dL and BUN 28.4 ng/dL).

Since diclofenac netabolites are elimnated primarily by

the kidneys, patients with significantly inpaired renal
function shoul d be nore closely nonitored than subjects with
nornal renal function.

Por phyria: The use of diclofenac in patients with hepatic

por phyri a shoul d be avoided. To date, one patient has been
descri bed i n whom di cl of enac probably triggered a clinical attack
of porphyria. The postul ated nmechani sm denonstrated in rats,
for causing such attacks by diclofenac, as well as sone ot her

NSAI Ds, is through stinulation of the porphyrin precursor delta-
am nol evul inic acid (ALA).

Information for Patients

D cl ofenac, like other drugs of its class, is not free of
side effects. The side effects of these drugs can cause
disconfort and, rarely, there are nore serious side effects, such
as gastrointestinal bleeding and, nore rarely, liver toxicity
(see WARNI NGS, Hepatic Effects) which may result in
hospi talization and even fatal outcones.

NSAI Ds are often essential agents in the nanagenent of
arthritis and have a major roll in the nmanagenent of pain but
they al so nay be commonly enpl oyed for conditions that are |ess
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seri ous.

Physi cians may wish to discuss with their patients the
potential risks (see WARNI NGS, PRECAUTI ONS, and ADVERSE
REACTIONS) and likely benefits of NSAID treatnent, particularly
when the drugs are used for |ess serious conditions where
treatnment wi thout NSAIDs nay represent an acceptable alternative
to both the patient and physician.

Laboratory Tests

Because serious G 1. tract ulceration and bl eeding can occur
wi t hout warni ng synptons, physicians should follow chronically
treated patients for the signs and synptons of ulceration and
bl eedi ng and shoul d i nformthem of the inportance of this foll ow
up (see WARNINGS, Risk of GI1. Ucerations, Bleeding, and
Perforation with NSAI D Therapy). If diclofenac is used
chronical ly, patients should also be instructed to report any
signs and synptons that m ght be due to hepatotoxicity of
di cl of enac; these synptons nay becone evident between visits when
periodic liver |aboratory tests are performed (see WARN NGS,
Hepatic Effects).

Drug Interactions

Aspirin: Concomtant adm nistration of diclofenac and
aspirin is not recommended because diclofenac is displaced from
its binding sites during the concomtant admnistration of
aspirin, resulting in lower plasma concentrations, peak plasma
| evel s, and AUC val ues.

Anti coagul ants: Wile studies have not shown diclofenac to
interact with anticoagul ants of the warfarin type, caution shoul d
be exercised, nonethel ess, since interactions have been seen wth
ot her NSAl Ds. Because prostaglandins play an inportant role in
henostasis, and NSAIDs affect platelet function as well,
concurrent therapy with all NSAl Ds, including diclofenac, and
warfarin requires close nonitoring of patients to be certain that
no change in their anticoagul ant dosage is required.

D goxin, Methotrexate, Cyclosporine: D clofenac, |ike other
NSAl Ds, nay affect renal prostaglandins and increase the toxicity
of certain drugs. |Ingestion of diclofenac nay increase serum

concentrations of digoxin and nmethotrexate and i ncrease

cycl osporine's nephrotoxicity. Patients who begin taking

di cl of enac or who increase their diclofenac dose or any ot her
NSAI D whi | e taking di goxin, nethotrexate, or cycl osporine nay
devel op toxicity characteristics of these drugs. They should be
observed closely, particularly if renal functionis inpaired. In
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the case of digoxin, serumlevels should be nonitored.
Lithium D clofenac decreases |ithiumrenal clearance and

increases lithiumplasna levels. |In patients taking diclof enac
and lithiumconcomtantly, lithiumtoxicity may devel op.

Oral Hypoglycem cs: D clofenac does not alter glucose
nmet abol i smin normal subjects nor does it alter the effects of
oral hypogl ycemc agents. There are rare reports, however, from
mar keti ng experi ences of changes in effects of insulin or oral
hypogl ycem ¢ agents in the presence of diclofenac that
necessi tated changes in the doses of such agents. Both hypo- and
hyper gl ycem c effects have been reported. A direct causa
rel ati onshi p has not been established, but physicians shoul d
consider the possibility that diclofenac may alter a diabetic
patient's response to insulin or oral hypoglycem c agents.

Diuretics: D clofenac and other NSAIDs can inhibit the
activity of diuretics. Concomtant treatnent w th potassium

sparing diuretics nmay be associated with increased serum
pot assi um | evel s.

O her Drugs: In snall groups of patients (7 to 10/inter-
action study), the concomtant adm nistration of azathioprine,
gol d, chloroquine, D penicillamne, prednisolone, doxycycline or
digitoxin did not significantly affect the peak |evels and AUC
val ues of dicl of enac.

Protei n Bi nding

In vitro, diclofenac interferes mninmally or not at all wth
the protein binding of salicylic acid (20% decrease in binding),
t ol but am de, predni sol one (10% decrease in binding), or warfarin.
Benzyl penicillin, anpicillin, oxacillin, chlortetracycline,
doxycycl i ne, cephal ot hin, erythronycin, and sul famet hoxazol e have
no influence in vitro on the protein binding of diclofenac in
human serum

Drug/ Laboratory Test Interactions

Ef fect on Bl ood Coagul ation: D clofenac increases platelet
aggregation tine but does not affect bleeding time, plasna
thronbin clotting time, plasma fibrinogen, or factors V and MV
to XIl. Statistically significant changes in prothronbin and
partial thronboplastin times have been reported i n nornal

vol unteers. The nean changes were observed to be less than 1
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second in both instances, however, and are unlikely to be
clinically inportant. D clofenac is a prostagl andi n synt het ase
i nhibitor, however, and all drugs that inhibit prostaglandin
synthesis interfere with platelet function to some degree;
therefore, patients who may be adversely affected by such an
action should be carefully observed.

Car ci nogenesi s, Miutagenesis, Inpairnent of Fertility

Long-term carcinogenicity studies in rats given diclof enac
sodiumup to 2 ng/kg/day (12 ng/ m 2/ day, approxinmately the human
dose), have reveal ed no significant increases in tunor incidence.
There was a slight increase in benign mammary fi br oadenomnas
in md-dose-treated (0.5 ng/kg/day or 3 ng/m 2/day) female rats
(hi gh-dose fenal es had excessive nortality), but the increase was
not significant for this comon rat tunor. A two-year
carci nogeni city study conducted in mce enpl oyi ng dicl of enac
sodi umat doses up to 0.3 ng/kg/day (0.9 ng/m 2/day) in mal es and
1 ng/kg/day (3 ng/m ?/day) in fenmal es did not reveal any oncogenic
potential. D clofenac sodiumdid not show nutagenic activity in
in vitro point nmutation assays in nmamal i an (nouse | ynphona) and
m crobial (yeast, Ames) test systens, and was nonnutagenic in
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several manmmalian in vitro and in vivo tests, including dom nant
lethal and nmal e germnal epithelial chronmosonal studies in mce,
and nucl eus anomaly and chronosonal aberration studies in Chinese
hansters. Diclofenac sodiumadmnistered to nale and fenale rats
at 4 ng/kg/day (24 ng/m ?/day) did not affect fertility.

Teratogenic Effects

There are no adequate and well controlled studies in
pregnant wonen. Dicl of enac shoul d be used during pregnancy only
if the benefits to the nother justify the potential risk to the
f et us.
Pregnancy Category B: Reproduction studi es have been perforned in
m ce gi ven dicl of enac sodi um (up to 20 ng/ kg/ day, or
60 ng/ m?/day) and in rats and rabbits given dicl of enac sodi um (up
to 10 ng/ kg/day, or 60 ng/m ?/day for rats, and 80 ng/m 2/ day for
rabbits), and have reveal ed no evidence of teratogenicity despite
the induction of maternal toxicity and fetal toxicity. |In rats,
maternal |y toxi c doses were associated with dystocia, prol onged
gestation, reduced fetal weights and growth, and reduced fetal
survival. D clofenac has been shown to cross the placental
barrier in mce and rats.

Labor and Delivery

The effects of diclofenac on | abor and delivery in pregnant
wonen are unknown. Because of the known effects of
prost agl andi n-i nhi biting drugs on the fetal cardi ovascul ar system
(closure of ductus arteriosus), use of diclofenac during late
pregnancy shoul d be avoi ded and, as with other nonsteroidal anti-
inflammatory drugs, it is possible that diclofenac may inhibit
uterine contraction.

Nur si ng Mot hers

D cl of enac has been found in the mlk of nursing nothers.
As with other drugs that are excreted in mlk, diclofenac is not
recommended for use in nursing womnen.

Pedi atric Use
Safety and effectiveness of diclofenac in pediatric patients
have not been establi shed.

Geriatric Use

O the nore than 6000 patients treated with diclofenac in
US trials, 31%were older than 65 years of age. No overal
di fference was observed between efficacy, adverse event or
phar macoki netic profiles of ol der and younger patients. As wth
any NSAID, the elderly are likely to tol erate adverse reactions
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| ess well than younger patients.
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ADVERSE REACTI ONS

Adverse reaction information is derived from blinded,
controll ed and open-label clinical trials, as well as worl dw de
mar keti ng experience. In the description below, rates of nore
common events represent clinical study results; rarer events are
derived principally frommarketing experi ence and publicati ons,
and accurate rate estimates are generally not possible.

The inci dence of common adverse reactions (greater than 1%
is based upon controlled clinical trials in 1543 patients treated
up to 13 weeks with dicl of enac sodi um del ayed-rel ease tabl ets.

By far the nost common adverse effects were gastrointestina
synptons, nost of themmnor, occurring in about 20% and | eadi ng
to discontinuation in about 3% of patients. Peptic ulcer or

G1l. bleeding occurred in clinical trials in 0.6% (95% confi dence
interval: 0.2%to 1% of approximately 1800 patients during their
first 3 nonths of diclofenac treatnent and 1. 6% (95% confi dence
interval: 0.8%to 2.4% of approximately 800 patients foll owed
for 1 year.

Gastrointestinal synptons were followed in frequency by
central nervous systemside effects such as headache (7% and
di zzi ness (3%.

Meani ngful (exceeding 3 times the Upper Limt of Nornal)
el evations of ALT (SG°T) or AST (SQON occurred at an overal
rate of approximately 2%during the first 2 nonths of diclof enac
sodiumtreatnent. Unlike aspirin-related el evati ons, which occur
nore frequently in patients with rheunatoid arthritis, these
el evations were nore frequently observed in patients with
osteoarthritis (2.6% than in patients with rheumatoid arthritis
(0.7% . Marked elevations (exceeding 8 tinmes the ULN) were seen
in 1%of patients treated for 2 to 6 nonths (see WARN NGS,
Hepatic Effects).

The foll owi ng adverse reactions were reported in patients
treated w th dicl of enac:

| nci dence Greater Than 1% - Causal Rel ationship Probable: (Al
derived fromclinical trials)

Body as a Wol e: Abdom nal pain or cranps,* headache,* fluid
retention, abdom nal distention.

Di gestive: D arrhea,* indigestion,* nausea,* constipation,*
flatulence, liver tests abnornalities,* PUB, i.e., peptic ulcer,
with or without bleeding and/or perforation, or bleeding wthout
ul cer (see above and al so VWARN NGS).

Nervous System D zzi ness.

Ski n and Appendages: Rash, pruritus.

Speci al Senses: Tinnitus.
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* I'nci dence 3%to 9% (incidence of unmarked reactions is 1
to 3%.
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| nci dence Less Than 1% - Causal Rel ationship Probable:
The follow ng reactions have been reported in patients taking

di cl of enac under circunstances that do not permt a clear
attribution of the reaction to diclofenac. These reactions are
bei ng included as alerting informati on for physicians. Adverse
reactions reported only in worldw de marketing experience or in
the literature, not seen in clinical trials, are considered rare
and are italicized.
Body as a Whol e: Ml aise, swelling of |ips and tongue,
photosensitivity, anaphyl axis, anaphylactoid reactions.
Car di ovascul ar: Hypertension, congestive heart failure.
Di gestive: Vomting, jaundice, nelena, aphthous stomatitis, dry
nmout h and nucous nenbr anes, bl oody di arrhea, hepatitis, hepati c
necrosis, appetite change, pancreatitis with or w thout
concomtant hepatitis, «colitis.
Hem ¢ and Lynphatic: Henogl obi n decrease, |eukopeni a,
t hronbocyt openia, henolytic anem a, apl astic anem a,
agranul ocytosis, purpura, allergic purpura.
Met abolic and Nutritional D sorders: Azotem a
Nervous System Insomia, drowsiness, depression, diplopia,
anxiety, irritability, aseptic neningitis
Respiratory: Epistaxis, asthma, |aryngeal edena.
Ski n and Appendages: A opecia, urticaria, eczema, dermatitis,
bul | ous eruption, erythema nultiforne major, angioedena, Stevens-
Johnson syndrone.
Speci al Senses: Blurred vision, taste disorder, reversible
hearing | oss, scotona.
Urogenital: Nephrotic syndrone, proteinuria, oliguria,
interstitial nephritis, papillary necrosis, acute renal failure.

| nci dence Less Than 1% - Causal Rel ati onshi p Unknown

(Adverse reactions reported only in worldw de marketing

experience or inthe literature, not seen in clinical trials, are
considered rare and are italicized.)

Body as a Wol e: Chest pain.

Cardi ovascul ar: Palpitations, flushing, tachycardia, prenature
ventricul ar contractions, nyocardial infarction.

Di gestive: Esophageal | esions.

Hem ¢ and Lynphatic: Brui sing.

Met abolic and Nutritional Disorders: Hypoglycema, weight |oss.
Ner vous System Paresthesia, nenory disturbance, nightnares,
trenmor, tic, abnormal coordination, convulsions, disorientation,
psychotic reaction.

Respi ratory: Dyspnea, hyperventil ation, edema of pharynx.
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Ski n and Appendages: Excess perspiration, exfoliative dermatitis.
Speci al Senses: Vitreous floaters, night blindness, anblyopia.
Urogenital: Winary frequency, nocturia, hematuria, inpotence,

vagi nal bl eedi ng.
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OVERDGSAGE

VWr | dwi de reports on overdosage w th dicl ofenac cover 66
cases. In approximately one-half of these reports of overdosage,
concomtant medications were al so taken. The hi ghest dose of
diclofenac was 5 g in a 17-year-old nmal e who suffered | oss of
consci ousness, increased intracranial pressure, aspiration
pneunonitis, and died 2 days after overdose. The next highest
doses of diclofenac were 4 g and 3.75 g. The 24-year-old fenal e
who took 4 g and the 28- and 42-year-old fenal es, each of whom
took 3.75 g, did not develop any clinically significant signs or
synptons. However, there was a report of a 17-year-old female
who experienced vomting and drowsi ness after an overdose of
2.37 g of diclof enac.

Animal LD, val ues show a w de range of susceptibilities

to acute overdosage, with prinmates being nore resistant to
acute toxicity than rodents (LD , in ng/kg--rats, 55; dogs, 500;
nonkeys, 3200).

In case of acute overdosage it is recomrended that the
stonmach be enptied by vomting or |avage. Forced diuresis nay
theoretically be beneficial because the drug is excreted in the
urine. The effect of dialysis or henoperfusion in the
elimnation of diclofenac (99% protein-bound: see CLI N CAL
PHARVACCLOGY) remains unproven. In addition to supportive
measures, the use of oral activated charcoal nmay help to reduce
t he absorption of dicl of enac.

DCSAGE AND ADM NI STRATI ON

D cl of enac sodi um nmay be adm nistered as 25 ng, 50 ng or
75 ny del ayed-rel ease tablets. Regardless of the indication, the
dosage of dicl of enac shoul d be individualized to the | owest
effective dose to mnimze adverse effects (see CLIN CAL
PHARVACOLOGY, | ndividualization of Dosage).

OGsteoarthritis: The recommended dosage is 100 to 150 ng/day in
di vided doses, 50 ng b.i.d. or t.i.d. or 75 ng b.i.d. Dosages
above 150 ng/day have not been studied in patients with
osteoarthritis.

Rheumatoid Arthritis: The recommended dosage is 150 to 200 ng/ day
in divided doses, 50 ng t.i.d. or g.i.d. or 75 ng b.i.d. Dosages
above 225 ng/day are not recommended in patients with rheunatoid
arthritis.

Ankyl osi ng Spondylitis: The reconmmended dosage is 100 to
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125 ng/day admnistered as 25 ng g.i.d. with an extra 25 ng dose
at bedtinme if necessary. Dosages above 125 ng/day have not been
studied in patients wth ankyl osi ng spondylitis.

HOW SUPPLI ED

- Est abl i shed nane

-Dosage formand strength

- Col or, shape, debossing, scoring

- Packagi ng

-NDC #

- Recommended storage conditions and di spensi ng reconmendati ons
Caution: Federal |aw prohibits dispensing w thout prescription.
Nanme and pl ace of business of manufacturer and/or distributor.
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